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AMENDMENT 

Please amend the application, without prejudice, without admission, without surrender of 
subject matter, and without any intention of creating any estoppel as to equivalents as follows. 
IN THE CLAIMS 



1 . (Currently Amended) A retroviral vector comprising: 

(a) a 3' and 5' long terminal repeat (LTR) ;, the rctro\iral \^cctor further compriaing : 

(a) {b} a functional splice donor sit e within the 5' LTR : 

(b) {c} a functional splice acceptor site; 

(6){d} a first nucleotide sequence of interest ("NQI") (NOD flanked upstream by the 

functional splice donor site and downstream by the functional splice acceptor site; 
and 

(d){e) a second NOI downstream of the functional splice acceptor sit e and upstream of 
the 3' LTR : 

whoroin tho functional gplico donor oito is within the 5' LTR of tho retroviral vootor wherebv the 
first NOI is removed as a resuh of splicing . 
2-4. (Cancelled) 

5. (Currently amended) The retroviral vector according to claim 1 wherein the 
second NOI , or tho encodes a therapeutic or diagnostic expression product thereof, io capable of 
prbviding a thorapoutic agent or a diagnostic agent . 

6. (Currently amended) The retroviral vector according to claim 1 wherein the first 
NOI, or the expression product thereof, comprises a selectable marker[[,]] or a viral elementroi-a 
combination th e reof 

7-8. 

9. (Previously amended) The retroviral vector according to claim 1 wherein the 
functional splice donor site is fi-om a virus. 

10. (Previously amended) The retroviral vector according to claim 1 wherein the 
functional splice donor site is from an intron. 

1 1 . (Previously amended) The retroviral vector according to claim 1 0 wherein the 
intron is the small t-intron of SV40 virus. 

12-13. (Cancelled) 
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14. (Currently amended) The retroviral vector according to claim 1 w^heroin the 
functional oplico accoptor pito io upotrcam of further comprising a multiple cloning site, such that 
ono or more additional >JOIo may bo inportcd wherein the functional sp l ice accentor site is 
located upstream of the multiple cloning site . 

15. (Currently amended) The retroviral vector according to claim 1 wherein the 
functional splice acceptor site is firom a nucleotide sequence coding for an immunological 
mol e cule protein . 

1 6. (Currently amended) The retroviral vector according to claim 1 5 wherein the 
immunological molecule protein is an immunoglobulin. 

1 7. (Previously amended) The retroviral vector according to claim 1 6 wherein the 
immunoglobulin is from an immunoglobulin heavy chain variable region. 

18-20. (Cancelled) 

2 1 . (Currently amended) The retroviral vector according to claim 1 wherein the 
vector is a murine oncoretrovirus vector or a lentivirus r e troviral vector. 

22. (Currently amended) The retroviral vector according to claim 21 wherein the 
vector is_a MMLV, MSV, MMTV, HIV J. or EIAV retroviral vector. 

23. (Cancelled) 

24. (Currently amended) The A retroviral particle comprising the obtained from a 
retroviral vector according to claim 1 xvhoroin the rotro\aral porticlo comprioco a retroviral vector 
comprising a functional .nplirn Hnnnr nitn .vithir, itr [^^^ terminal repeat (LTR) . 

25-46. (Cancelled) 

47. (Currently amended) A method of producing a retroviral vector comprising a 
fiinctional splice donor site within its 5' long terminal repeat (LTR), the method comprising: 
(a) providing a retroviral pro-vector comprising: 
(i) a 3' and 5' LTR- , the retroviral pro vector comprising: 

(i) £ii} a functional splice donor site located within the 3' LTR; 

(ii) (iii} a functional spUce acceptor site upstream of the splice donor site; 
(i«)£iv)a first nucleotide sequence of interest (NO!) upstream of the functional 

splice acceptor sit e and downstream of the 5' LTR . and 
(iv)£v} a second NOI downstream of the functional splice acceptor site and 
upstream of the 3' LTR : 
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(b) packaging tile the retroviral pro-vector in a packaging hoot primar>' cell, thereby 
producing a viral particle: and 

(c) infecting a target hoot oocondar>' cell with the viral particle, wherein packaged 
pro vector therob>r cauoing ro\^oroo tranooription of the retroviral pro- vector is 
reverse transcribed: 

and production of the thereby producing a retroviral vector comprising a functional splice donor 
site within its 5' LTR. 

48. (Cancelled) 

49. (Previously added) The method according to claim 47 wherein the first NOI is 
expressed in the hoot primary packaging cell. 

5 0. (Currently amended) The method according to claim 47 49 wherein the first NOI 
is a selectable marker[[,]] or a viral element, or a combination thereof. 

5 1 . (Previously added) The method according to claim 50 wherein the viral element is 
Q£)^ 'X-. ^ packaging signal, a retroviral envelope sequence, or a combination thereof 

52. (Cancelled) 

53. (Previously added) The method according to claim 47 wherein the retroviral 
pro-vector is a murine oncoretrovirus pro-vector or a lentivirus retroviral pro-vector. 

54. (Currently amended) The method according to claim 53 wherein the retroviral 
pro-vector is a MMLV, MSV, MMTV, HIV J., or EIAV retroviral pro-vector. 

55. (Currently amended) The method according to claim 47 wherein the retroviral 
pro-vector feftheFK^omprises a heterologous transcripfinn^il control sequence upstream of the 
fiinctional splice donor site. 

56. (Cancelled) 

57. (Currently amended) A retroviral vector comprising: 

(a) a 3' and 5' long terminal repeat (LTR) ;, the retroviral ^^octor fiirthor comprising: 

{^(b) a fiinctional splice donor site located within the 5' T.TR ; 

(b) (c) a fimctional spHce acceptor sit e located downstream of the fiinctional splice donor 
site ; and 

(e){d) an NOI downstream of the fimctional splice acceptor sit e and upstream of the V 
LTR: 
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whereby an intervening sequence between the functional splice donor site and the functional 
splice acceptor site is removed as a result of splicin g wh e rein th e functional splic e donor sit e is 
within th e 5' LTR of th e r e troviral v e ctor . 

58. (Currently amended) A retroviral particle comprising obtain e d from the retroviral 
vector according to claim 57 wh e r e in th e r e troviral particl e compris e s a r e troviral v e ctor 
comprising a functional splic e donor sit e within its 5' long t e rminal r e p e at (LTR) . 

59. (Previously added) A retroviral vector comprising a functional splice donor site 
within its 5' LTR, wherein the retroviral vector is produced by the method of claim 47. 

60. (New) The method according to claim 55, wherein the heterologous 
transcriptional control sequence is an internal promoter. 

61. (New) The method according to claim 55, wherein the heterologous 
transcriptional control sequence is located in the 5' LTR. 

62. (New) The method according to claim 55, wherein the heterologous 
transcriptional control sequence is located in the 3' LTR. 

63. (New) The retroviral vector according to claim 57, wherein the intervening 
sequence comprises a viral element. 

64. (New) The retroviral vector according to claim 63, wherein the viral element is a 
packaging signal. 

65. (New) The retroviral vector according to claim 57, wherein the functional splice 
donor site is from a virus. 

66. (New) The retroviral vector according to claim 57, wherein the functional splice 
donor site is from an intron. 

67. (New) The retroviral vector according to claim 66, wherein the intron is the small 
t-intron of S V40 virus. 

68. (New) The retroviral vector according to claim 57, further comprising a multiple 
cloning site, wherein the functional splice acceptor site is located upstream of the multiple 
cloning site. 

69. (New) The retroviral vector according to claim 57, wherein the functional splice 
acceptor site is from a nucleotide sequence coding for an irmnunological protein. 

70. (New) The retroviral vector according to claim 69, wherein the immunological 
protein is an immunoglobulin. 
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71. (New) The retroviral vector according to claim 70, wherein the immunoglobuHn 
is from an immunoglobuHn heavy chain variable region. 

72. (New) The retroviral vector according to claim 57, wherein the vector is a murine 
oncoretrovirus vector or a lentivirus vector. 

73. (New) The retroviral vector according to claim 72, wherein the vector is a 
MMLV, MSV, MMTV, HIV-1 or EIAV retroviral vector. 

74. (New) A method of producing a retroviral vector comprising a functional splice 
donor site within its 5' LTR, the method comprising: 

(a) providing a retroviral pro-vector comprising: 

(i) a 3' and 5' LTR; 

(ii) a ftmctional splice donor site located within the 3' LTR; 

(iii) a functional splice acceptor site; 

(iv) an NOI downstream of the functional spHce acceptor site and upstream of 
the 3' LTR; 

(b) packaging the retroviral pro-vector in a packaging cell, thereby producing a viral 
particle; and 

(c) infecting a target cell with the viral particle, wherein the retroviral pro-vector is 
reverse transcribed; 

thereby producing a retroviral vector comprising a functional splice donor site within its 5' LTR. 

75. (New) The method according to claim 74, wherein the retroviral pro- vector 
comprises a heterologous transcriptional control sequence upstream of the functional splice 
donor site. 

76. (New) The method according to claim 75, wherein the heterologous 
transcriptional control sequence is an internal promoter. 

77. (New) The method according to claim 75, wherein the heterologous 
transcriptional control sequence is located in the 5' LTR. 

78. (New) The method according to claim 75, wherein the heterologous 
transcriptional control sequence is located in the 3' LTR. 

79. (New) A retroviral vector comprising a functional splice donor site within its 5' 
LTR, wherein the retroviral vector is produced by the method of claim 74. 
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